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HJIIfll 1 (D4h&m (la)' ©ftfc> D izlh&m (lb) fcffli^ HSIS^J 1 t 

<mmm 1 3 > 

^JfB^J 1 ©lb-£r#j (la) ©ftfc> D fcHb-£«i (Ic) SJB^s HJfefliJ 1 £ 
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-fb^t) (Ila) 0.6g, 7-)'J/l/«th'J^A 1.2g N tKtf^>rn 
b° ;i/ -b ;v D — 7s (HPC-SSL) 0.24g ^?L^P*3^7jc§vST b&/b* £>IL#-e 
gfcSifcfciDItbs 60°C7! 60 ^P^|g!#bT^*«©@If*ia^tl 

<^Jfe0!l 1 5 > 

{b^tJ (Ilia) 0.6g s 7<>'j;Hi7-b 'J^A 1.2gs t^D^r^rn 

t°;i/-fe;i/n — ^ (hpc-ssl) 0.24g £?Li£ft^7j<£^T b&^IL^-r- 
fM&S £ h J; Djtftibs 60°C-e 60 ^^^SbT^*tt©SI#:|l^#; 

<mmm i 6 > 

a. 1 5=-*^ i/ j > o.igs ^ y h y a o.2g s d -t > - h — 

;i/ i.66g N b k n r p b°;i/-fe;vn — ^ (hpc-ssl) o.04g §111*1*1 
-CtJc^T b&ft* ?L#-efM;fo3 :hfcJ:^2 ^USSifib^ 40°C-£ l 

mm^mm.um^ 500 jum&mxmm vxn^^(Dmms.mm^mrco 
<mmm 1 1 > 

t£^r# ]y J > 0.1g s =7 t> >j )]/ffiM± V V A 0.2g, D - V > - h — 

;i/ i.66g s b k n 7°d b;i/-fe;vn — 7 (hpc-ssl) o.04g £?l#f*i 
X7k%mT b&£ s & ?L#-efMfe§ £ t lz £ D $j 10 ^rilSbs 40°CT 

A— o 

a. b v j > i.2g N ^ y h y t> a i.8g sa^^t 3 # 

fgvg^r^ £ ©?Jl-£r#j 2.5g, D — v > — 1 — ;i/ 7.2g s bFn^^rnb 
;i/-fe;i/P — x (hpc-ssl) o.3g £Ji^i££iJ$fr#$tk:A*is ?Jc^^Tb 

&#&$J 25 #Hajg3|&£fT&VK 40°CT 2 Bt^^Mf^s SMI 500^m 

cdi$^ b x wife© m#:ia^ti * n fe o 
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<mmm 1 9 > 

3^m ^t^^m (lb) 0.5g s 5 U h u £ 

t:;ns;vD — * (hpc-ssl) o.2g £M#5SS£giJ$&5Mk: Atis *£$»T 

bfctf&Jfc 4#|ffl3g*i#fTfcV^ 60°CT? 2 l^fflffe«^s Bit 500/zm 

<^#&{t1I 2 0 > 

29/zm ^iTMblirtJ (lb) 0.5g, ^ •> U h U >j7 

A l.Og. D — > — h— )V 5.8gs 3 — >^^— ^ 2.5gs t Kn^^7"n 
fcT;i/-fe;i/D— * (HPC-SSL) 0.2g *M#^^^J»#^ fc A *ls 7.k£?ST 
b&ft* fe^ 4 #|S3i*fc£fT&V^ 60°C-£ 2 f$iai£*iiK @|g# 500/zm 

<mmm 2 1 > 

¥±S*A^S 29//m **t«fll^«l (lb) 0.5g, ^ <> U h U 

a l.og, b K P^^>7n tr;v-fe;i/D— (hpc-ssl) o.2g 

y>- h-/v 5.8g s n — — 5f- 2.5g £AtK 7jc^^T b&/b s £>i^ 
30 ^^Tt^SfT^V^ 60°CX* 2 B^l&^flK 500//m <DMT«mM 

<nss$i 2 2 > 

¥±^I*a?# 94//m ^tt^ft^i (lb) 1.0g N 7 17 'J /Hit h 'J -7 
A 2.0g ^ V hS^«*M^t»ts ©#5S§#fco £©©#0^ 
1.5g N D - V > — h — 71/ 5.8g, n — ^2.5g N t FD^^^Df 

;v-fe;vn-^ (HPC-SSL) o.2g £m#^i££iJ*»$ifc: Atis Tk^^Tb 

^^^^j 4^P B l3tfe§ff ^V^s 60°Ct: 2 mi&l&mik, SHI § 500/zm © 
II T*l$ 3S b T Hi *t « © @ #: 11 ^ m £ % It o 

<mnm 2 3 > 



19 



WO 02/43704 PCT/JPOl/10488 

§^tsM (ib) o.5 gs u h u £ 

A l.Og^ D - h— )]/ 5.8g N n— ^ 2.5g s b h"n^i/7°D 

k;hz;i/d-^ (hpc-ssl) o.2g &jf #5S$fe3RI»fl&*|fc A*i s tK^^T 

£>$J 4 #M$t*fc : £fTfcV^ 60°CX* 2 Nf^SIts ggl£ 500/zm 
<HJM 2 4 > 

5 Am %.m-r%4h<&yo (n>) o.5g, ^ ^ ^ h*»bfc^>> 

h U <>A l.OgsD - ^ >- h — ;V5.8g s =i — — ^-2.5g s 

t h* o^>7n tr;i/-fe;i/D — ^ (hpc-ssl) o.2g &9tnftffefflB$pmiz. 

@is§ 500/zm ot$t?isaab*ris*fett©H^«a^^*^fco 
<HJfe^J 2 5 > 

5//m ^WT^b^t) (Ib) 0.5g s 7 <) 'J^Mt f 'J.»> 
Alg s D-Y>- h— ;i/8.3g s b Fndr^>7n bVl/-fe;i/D — X( HPC-SSL) 

o.2g §l#Sti»#ii:A^ &&mTVtelfit>m 3 #Hiag*fc&fx & 

<ili 2 6 > 

A l.Ogs D - V > ~ h — )]/ 5.8gs n — >^ ^ — ^ 2.5g s tFD ^i/7D 

t;n;vn-^ (HPc-ssDo.2g ^mn^^mmwrn^xtis zk&srt 

b&#£>^ 4frm&ffi.%ft-&\<^ 60°CT» 2 H^^It, BM£ 500/zm 

<^Jt^J 2 7 > 

5/zm ^^t-a-fb^t) (Ib) 0.5g, 5 U h U t> 

A l.Ogs tfD^^rn(f;i/t;i/n-^ (HPC-SSL) o.2g§t-^@ 
1*1 £T I^H^B^Ln SlH-D -V>- ;i/ 5.8g. 3 — >^^— ^ 2.5g 
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<mnm 2 s > 

mum 1 9 t»#6» tifemi&mmm o.2g Hts® (ib) o.oig*g^] 

§Hf^^>^? r-fr;i/ (iy^-y ^2^^- U #r;*SO t^tigb, # 7°-fe;i/£iJ 
<gl#S^J 2 9 > 

mnm 2 0 -en ztiitm&mf&V!) o.2 g ifc&yo (no o.oig*ain 

& -if 3- > £ r-fe ;v (i/^;^^'JA7^1) fc.^* b N ft 7* KM 

<^Ji60!l 3 0 > 

mmm2 1 o.2 g uts® (ib) o.oig^s] 

S-K^ 5^>ft (^^-y^^t'j*7^S) t^^SJKbx *r-fe;i/^J 

<mnm 3 1 > 

Hif60!l2 2 T»#e>ttfcEI#:|fl^^ 0.2g Lfc&m (Ib) 0.0lg*gMn 

<&mm 1 > 

fb-&4j! (la) 0.05g N ^^'JjHith'J^A O.lgs D - ^ > - h — 
;i/0.6g N n — >^^ — ^ o.25g, t Fd^^^'d t!;v-fe;i/P — x(HPC-SSL) 

o.o2g ^iLH^TiL^fciotri-p is n^^cDm^m.m.m^mrc (m 

mm l fc^TttfisSJgJlsfc&fT ®k^t, ib^^J 1 -cttlSilifi^ 

fr&fc>&l^#JI&3)o 

<ifc©i0!l 2 > 

(la) 0.05g s 7>>iJjl/ii7-h'J>)A0.1gN D-x'V-h — 
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;V 0.6g, n — >X^— ^ 0.25g *S.#rt"T?2K%«IT b&# £>?L#t?ji;fo 
§ £ ilfc «k batttbs 60°C^ 30 #B8Sfc*gK @HS§ 420/zm CDflT-^ 

<ifc$&$l 3 > 

-fbl^tJ (la) 0.05g s D - V >- h — ;V 0.6g s 3 — >^ # — ^ 0.25g s 

f 

tFD^^rD^JH/VD-^ (HPC-SSL) 0.02g £ ?L 1*1 T ?J< £ }® T 

bfc#£?M*-C&;fe3 £ ^fc<fc D jgJKbs 60°C^ 30 #na3£*fc&N @H 

§ 420/xm CD^^^jg bT^*^©EI'f*ia^t)§t#fc ( Hffiftl 1 <D 
<&mM 4 > 

ftii^ (la) O.lgs D — ^ > — 1 JV 0.9g ^?Li$*tr?M-n bs £©vM 

o.ig Wh&m (ia) o.oig^.) §t*7f >*7t;i/ (^>^-y=^^ 
< Jrbfe^iJ 5 > 

fc&Vo (la) O.lgs ^^'J^ltT-^'J^A 0.2g s D-Y->-b — 
;p 0.9g ^?L»^fI-^b^ ZCDmSm 0.12g (<bl§rtJ (la) 0.01g*@MO 

<J:b^^l 6 > 

mmm 1 2 ^^bm^-eiL^i^^^^b^^^oisi^ii^ti^tt^o 
<ttmn 8 > 

-fb^rtJ (Ha) 0.6g, ^^'JMKth'J^A Ug N hFn^^>7D 
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t?;Hr;i/P— * (HPC-SSL) 0.24g SJLftrttS^lN Ifr * t£ © EI {* §1 
<ifc$k$l 9 > 

fls<£4» (Ilia) 0.6g, ^ U ;HBfElfc^ h U A 1.2g s kFD^i/7D 

t.°;i/-b;i/n-^ (HPC-SSL) o.24g £?L$fcl*n?yg£r b s ©*«cd@#:|S 

<ib^^!l 1 0 > 

tf V y > 0.15g N ^ •> U ;VM£^ h U <7 A 0.3g N D - x> > - h — 
;i/ 2.49g^ tFn^r^7Pf;HJVD-^ (HPC-SSL) 0.06g £?Li£l*I 

<£t^J 1 1 > 

-fb^t) (lb) 0.03g & 30mL Cil?bfets *° U V;i/ 

;i/*l»*bfe^ ^a^^t^fi (>«M) * 30mL «n hih&W (ib) 

lmg/mL © ftlfIS &mt£o 

<mmm i > 

i~io & xtFiti&M i ~ 3 -e#e> tifcrnfamfftyote-D^T, 

(la) © lOmgffiSl^; 37°C©7j< 20mL IZ&X b N ^K^fc 
<k D 50 UlE/^TBft^b^AS^ f£)$l$l3$8fl?$E 0.5mL §1r>7>J>^ 

bs ?ls o.2^m ©^ 4- ;v*--t?3 3B^ da) (Dmmm^-^m 
mitt? d t h ^ ^ ^ ^ — $s t j: Disufco 
^Bt^^'fb^t) da) (Dmmm^ti^mi iz^-To 
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i ' ih^m da) <Dmmm.mk 



37°C7jc 20mL ^©^mi^lt 




^filS (/ig/mL) 


5 £h 


15 £h 


30 9T 


60 ^ 


/zfcr -fefr* /Ttil H 


35.64 


35.44 


35.36 


38.98 


j-f-» /Ti|l O 


18.61 


18.10 


18.83 


18.09 


J=fc? -fcfr* /xTtJ O 


26.18 


24.65 


23.98 


23.92 


rblJttFfl 1 


4.26 


3.78 


3.88 


4.06 


II, -J- ' ■ /t^I O 

rblxwJ 2 


2.09 


3.28 


2.94 


2.21 


irt^f^J 3 


1.86 


1.91 


0.50 


0.16 


/-f-» -fefv* /t£.| /I 


29.02 


27.77 


26.98 


29.20 


rfz? 4^rr /tciI rr 


26.61 


28.38 


30.26 


32.26 


Hiffifll 6 


11.54 


23.13 


23.96 


23.70 


HSfli^J 7 


28.60 


28.49 


25.58 


25.90 


HJiBfll 8 


15.14 


14.26 


14.86 


14.00 


9 


23.11 


22.67 


22.83 


22.71 


mmm i o 


117.14 


118.06 


116.09 





^ t & ^ mm&. % urn ut^feo 
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2 fc&m da) ommm^h 



37°C7jC 20mL 4» 






5 # 


15 ^ 


30 ^ 


60 ^ 


mmm 1 1 


17.12 


22.42 


25.07 


25.23 




0.11 


0.32 


0.19 


0.10 




1.10 


2.12 


1.60 


0.90 



<mmm 3 > 

mum i i s itmm 4 & £ zp&mm 5ti# fe* r-t ivmvm. a 

mS iZ&^T, Tmax N Cmax, AUCo-coii#^s S 1^ J& * M JS fc SO M T 
&i(£>T®3st (Area under curve) ^|S"t"o 



^3 







Tmax 


Cmax 


AUCo-co 




(HtH§) 


( n mo 1 /L) 


(nmol-H#P^/L) 


mnm 1 1 


11.0±11.8 


42.4±9.1 


2865.7±805.8 


ib^M 4 


10.0±12.1 


7.5±5.8 


417.8 ±310.1 


ibWJ 5 


13.0 


14.3 


1078.0 
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o.2 g mm o.oig^s^) iz-?% s fc<&m (no &&v<4h-&m dc) com 



4 ih&m db) texnih^m dc) (Dmmm.mh 



37°C7_R 20mL ^©^tBMIt 




itfPJg (//g/mL) 


5 # 


15 ^ 


30 # 


60 ft 


Hite^j 1 2 


67.5 


54.4 


48.7 


52.1 


^Jfefll 1 3 


47.9 


55.0 


39.0 


29.7 


it mm 6 


5.9 


7.9 


4.0 


2.0 




1.7 


1.8 


1.9 


1.9 



<iWJ 5 > 

mmM4 hmv^m-z^fcimfamffim* 4o°c s 75%*i£j-?ijg (rh, 

relative huimidity)"? 3 >r ft b o^#tu ft CD 0 famtft 1 ®) iz O T . 
To 
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5 



37°CtK 20mL tp<Dm&UWi 




mmm. (asAl) 


5 0 


15 # 


30 ft- 


60 ft 




27.0 


27.4 


20.4 


29.5 




22.8 


23.3 


23.4 


24.0 



m 5 £>£>iE£>;fr&£5 fc^mmtem zmfammmimmm 4)ii4o°c s 

<I»#'J 6 > 

mm&m^fc^UX, ih-^m (Ila) £fct±<b£ifcl (Ilia) ©10mg*@i3 
37°C©7j< 20mL fc^A bs ^ Y «fc D 50 m&/#-£ b & # 
£*lB#$Jfc:$gfl?$ft 0.5mL §1f>7'J >^bs ?Lg 0.8/zm 0 7 ^ ;p ^ — 

-ezm&, <k<&® (iia) ^fe^<b^-t) (nia) (Dmmm%-mmmi&? n 

h ^ 7 -f — & fc cfc t) b tZ o 



6 



37°C7j< 20mL ^©^ffi^i^ 




(Ag/mL) 


5 # 


15 ft 


30 # 


60 ft 


Hfite^J 1 4 


7.2 


7.2 


6.6 


6.6 


^ffefll 1 5 


20.1 


19.2 


19.7 


19.1 


ktmm 8 


2.4 


1.9 


2.1 


2.2 


9 


4.2 


3.3 


3.7 


4.2 



6 ^ & 5> * «fc 5 s 1 4 :fe J; £>* 1 5 © £ * ^ 

Ts -fb^t) (Ha) ^J:^b^^l (Ilia) (Dmmm^s $B 5£ *t *fc ISHt* & fr 
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&oTl^&^ifc«fc09 8 N 9 (Dmfomt&yo (Ha) 

(nia) (Dmm&iz tt^x, s^ofe, 

<§«$J 7 > 

|J|«J 16-18 43 «t r5±b«E0d 1 0 T»&ftfc@#SBj#«lfc:oV>Ts 
■3. If r i V ^ > © lOmgffi^i^ 37°C©7jC 20mL CgAls ^ F^VtJ; 

ft? w h <f £ <fc D b o 



7 



37°C7j< 20mL Pf ® $8 tH S£ ®fc 




(/zg/mL) 


5 7> 


15 # 


30 # 


60 # 


1 6 


18.5 


18.8 


21.1 


19.8 


HJfifll 1 7 


115.6 


107.1 


97.3 


120.2 


1 8 


34.9 


29.5 


27.2 


29.6 


itmm i o 


0.2 


0.3 


0.3 


0.3 



*7*»feeae>^*«k-5fcs mmm i 6 ~ i 8 ©iii^ffij^fDfc&i^ 
<mmm 8 > 

^IHftl 1 9 ~ 2 7 T^&ftfcHfmtf&ftlfc-^Ts #^-fbl^ (lb) 
© lOmg/fi^*^ 37°C0zK 20mL fc&A bs ^° F ;i/ i D 50 
7?a#b«i*s&iliRp«Jt:*fil«[ 0.5mL *D->7iJ 0.8/zm 

©7 -r — -c 5?i#s <b-^r^i (lb) ©M^^JlS«^^nTb^7 

JfgRSftJ&tfi^ (lb) Oiig^btS8t^t 0 
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8 



37°C7K 20mL i£ CD $g fcBt£®£ 




mmm (ug/mL) 


5 yf 


15 37 


O A /TV. 


60 £r 


-fcfe /fill 1 Q 


0 0 n 1 


22b. 0 


229.4 


228. b 




28. 0 


20.5 


18.0 


13.6 


-fofe fail O 1 

3^ 51 m * l 


b2.4 


b4.7 


0» .2 


A O O 

42.2 


-fete /fit] o O 


85.1 


82.9 


82.6 


82.6 


2**600 2 3 


66.1 


73.1 


70.7 


65.7 


mum 2 4 


84.1 


84.1 


82.6 


80.6 


IH3ffi$J 2 5 


71.9 


73.4 


69.2 


69.1 


SSifi0iJ 2 6 


72.4 


72.6 


67.0 


67.2 


mnm 2 1 


74.7 


74.4 


68.5 


64.5 



m8 &t>m 5 iz^ mmm 19-27 © mfommva 43 ^ t n 

m®icjs&Z{b&® (lb) o^itttib^t^ ttfcH^ofeo 
<t£a$l 9 > 

mmm2 8-3 1 Tf#e»tvfc^r-fe;i/^jcD^pDSiRtt c^*) ^wfm 
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9 





n 








I7U 5CX. 


Tmax 


, Cmax 


ATTHn 




(E) 




(nmol/L) 


(nmol-NfH/L) 


^Jffif^J 2 8 


4 


1.5±0.6 


84.0±17.5 


987 + 351 


^Jtfcl 2 9 


4 


2.0± 1.4 


18.0±4.1 


247+129 


mmm 3 o 


3 


1.5±0.6 


28.6±12.8 


323+127 


mtefiaj 3 i 


4 


2.7+1.2 


71.2±29.7 


722+186 


ttmn i i 


3 


0.083±0.0 


337.7±46.0 


1530 + 310 



bfciJ-£-© 16-65% © AUG * m T h V> 5 If □ QR JRt£ £ Lfeo 
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3. H7jc^tt^^^iiic^te^p c s^^Tfe§it^cDiiffl i mm am 

tf? U V — h 6 0 s # y *^r^xf U >Sfl3 1 T^Sn ^'Jt^r^i 

**»&atatts lisfeti 2 m&±(DRmm l &tMx*$>2>m$i(Dmm i~4 

n t° ;i/ p< ^ ;nr d — x s t< ^ ;nz ;v n — x N ;v ^ p< ^ ;v n — 

^ r ft a* tsa* 

7. ^TktSHS^^^N tFn^^7nt';Hjvn-7, tFn^i/7 
p t:;i/p< ^;i/-b;i/D- x ;fe <k if # U tf — t° n y p *F S> 38 £ ft 3 
lSSfcfi 2fflJ^±©il7j<tt^^ : ?-e$)^af3f<©iEia 1-5 ©v^ftfr 
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9. lii^s 5*>:r> N *iiHz;i/P — cfct^D - h— ;kd 

10. ilTk^'ffi^^^^^n^ h*mm^)T»fe^»^©«gH is 4-9© 

v>-r n ^ ic ibh © «aj& t) „ 

11. m*Lm&mfi'ifi, ^ ( i ) 



[o^^K R « NR*R 2 R 1 3$ £TI R 2 |WJ — $ {± 3 & o X , 7km, 

b < (i^iioffiiiss^it*^ r 1 r 2 #pg?-r 

T-^^tL^-fb^rtJTfe ^sf 5fc©l5H l, 4-9 ©i^-f tLfrfcfBiffi 
©m^^Jo 

12. R 1 jo J; IF R 2 yb s 1^1 — ^ ^ o T n 7KH * « It & b < it 

wwm(D7)V3c)isT> 5&©f§H ii fB«©ia^t)o 

13. Ri & <fc£>* R 2 ^IM-lfeai^ot, 7 JC*S fc&fitmm 1 — 5 
®7;KM"fe ;&©tSH 11 fSi!5©f&£&tJo 

14. R ifi NHCH 2 CH 2 CH 3 s N(CH(CH3) 2 ) 2 £ fc & NHC(CH 3 ) 3 & 
S8t 5f<©$5H 11 fB«g©ll^^o 

15. #M*S&&J#7 tf VJVmmi- h U ^AT$) «zk&ft#^# 




(I) 
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t Fn^^rn fc:;nz;i/n—;*T&&Bt3c©fSH i~4s 8~i4 cD^-fft 
# U K — ;i/KP U F >-e&& at^OtSH 1~4 S 8~14 ©v^tifrfcgBJR 

is. s^®«L©^ac*sa#K: isfi^jgJKtas-e&aai^cDfSffl i~ 

It^cDlSH is 4—9 ©v»-rn**t:|B«©ffiJ*4&o 

20. Mjkm&mft*mmm&m&£v'M7k&mfr^h&iZ7k&&T 
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